





既報のランダム化臨床試験（randomized controlled trial, 
RCT）により，現在標準治療とされている化学療法が，
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欠点がある₆ － ₈）．OSを，無増悪生存期間（progression-free 
survival, PFS），奏効率（response rate, RR），病勢制御率
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要　旨：近年，化学療法未施行の進行 /局所進行 /再発非小細胞肺癌患者を対象としたRCTにおいて
全生存期間（overall survival, OS）の代用として無増悪生存期間（progression-free survival, PFS），奏効
率（response rate, RR），病勢制御率（disease control ratio, DCR）がしばしば使われている．しかし，
これらの指標がOSと相関しているかどうかは十分に検証されていない．私たちは₂₀₀₅年 ₁ 月 ₁ 日以
降に発表された₂₂₇₀₉人のNSCLC患者を対象とした₄₄の randomized controlled trialのデータを用いて
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　私たちの行った解析のプロトコールは the international 
prospective register of systematic reviews （PROSPERO）に
登録され （CRD₄₂₀₁₅₀₂₉₄₄₉） ₁₅），Preferred Reporting Items 
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評価のための病勢評価は，Response Evaluation Criteria in 
Solid Tumors （RECIST） ₂₀₀₀ガイドラインおよびRECIST 
₂₀₀₉改訂ガイドラインのResponse Evaluation Criteria（反


















定された．すなわち，HRos< ₁ ，HRpfs< ₁ ，ΔPFS> ₀ ，
ORrr> ₁ ，およびORdcr> ₁ は，試験治療群で治療成績が
良いことを示している．

























評価対象とした（表 ₁，図 ₁）．このうち ₈本が非扁平上
皮癌，₄本が腺癌，₅本が上皮増殖因子受容体（epidermal 
growth factor receptor, EGFR）変異陽性患者，および ₁本
が echinoderm microtubule-associated protein-l ike 

















OS: overall survival. PFS: progression-free survival. RR: response rate. DCR: 





















































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































Studies Patients R src R ₂
ln HRpfs ₃₄ ₁₇₈₁₄ ₀.₄₉₆ ₀.₄₃₉ ₀.₂₂₄
ΔPFS ₃₅ ₁₇₉₉₅ ₀.₄₇₇ -₀.₃₇₆ ₀.₁₆₁
ln ORrr ₄₄ ₂₂₇₀₉ ₀.₅₇₀ -₀.₆₀₅ ₀.₃₅₀
ln ORdcr ₃₅ ₁₅₇₇₉ ₀.₄₇₀ -₀.₃₈₁ ₀.₁₇₆
R: the weighted Spearman's rank correlation coeﬃcient 
src: the standard weighted correlation coeﬃcient







HRos: hazard ratio for overall survival
HRpfs: hazard ratio for progression-free survival
Δ PFS: median PFS in experimental arm minus median PFS in control arm
ORrr: odds ratio for response rate
ORdcr: odds ratio for disease control rate
図 ₅　Spearmanの順位相関係数に関する考察
R: The weighted Spearman's rank correlation coeﬃcient.
R ₂ : the adjusted weighted coeﬃcient of determinant.
（A）: Dots are plotted from the left-lower area to the right-upper area.
（B）: When |X| is limited to < ₀.₂₅, R and R ₂  decrease.































より正確に評価できると考えられるからである₆  ， ₇ ）．そ
のため，化学療法の有効性を発見するのにPFSがより適




































































られる₂₉ ，₃₀）．初回の六面サイコロ試行を第 II相とし， ₄
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Abstract
PROGRESSION-FREE SURVIVAL, RESPONSE RATE, AND DISEASE CONTROL RATE AS 
PREDICTORS OF OVERALL SURVIVAL IN PHASE III RANDOMIZED CONTROLLED TRIALS 
EVALUATING THE FIRST-LINE CHEMOTHERAPY FOR NON-CURABLE NON-SMALL CELL LUNG 
CARCINOMA.
Nobuyuki Horita
Yokohama City University Graduate School of Medicine, Department of Pulmonology 
National Human Genome Research Institute, National Institutes of Health
　An increasing number of recent randomized controlled trials for chemo naive advanced/locally-advanced/
recurrent non-small cell lung cancer (NSCLC) adopts progression-free survival (PFS), response rate (RR), and 
disease control rate (DCR) as primary endpoint instead of overall survival (OS). However, whether PFS, RR, and 
DCR accurately reflect OS is still not clear. We conducted the first systematic review to evaluate the trial-level 
association between PFS/RR/DCR and OS in phase III RCTs for advanced/locally-advanced/metastatic NSCLC 
subjects treated with first-line chemotherapy using data from ₄₄ RCTs involving ₂₂₇₀₉ NSCLC patients. Hazard 
ratio (HR), odds ratio (OR), and difference of median values (Δ) were used as summary estimates. All of HRpfs, 
ΔPFS, ORrr, and ORdcr demonstrated moderate trial-level correlation coefficient, regression coefficient, and 
coefficient of determinant. Based on our analysis, ORrr is the best surrogate endpoint for HRos followed by HRpfs. 
Although our results are favorable for PFS and RR compared to previous studies, PFS and RR cannot be sufficiently 
reliable surrogate of OS. As OS prolongs, PFS is going to less reflect OS.

